Dervan's original recommendations. 1 Application of dimer building blocks are indicated by parentheses in polyamide syntheses, as for FH1024: TMG-(PyIm)-β-Im-γ-(Py-β)-(PyPy)-β-PAM resin. For example, (PyPy) indicates that the pyrrole-pyrrole dimer was used. When unavailable commercially, dimer building blocks were made by standard methods as previously described. 2 The final products were purified by reverse-phase HPLC and characterized with NMR and HR mass spectrometry. The TMG substituted PAs were synthesized by virtually identical solid phase methods up to the pyrrole group (4-amino-N-methylpyrrole-2-carboxyamide). To generate the final building block where TMG is connected to the H2N-Py moiety, HATU 3 has been used 4 . The PA concentration was determined by accurate weighting on a five place analytical balance and dissolving the compound in an appropriate volume of solvent.
KA2034:
HRMS calc'd for C 56 3 H), 3.96(s, 3 H), 3.93(s, 3 H), 3.89(s, 3 H), 3.82(s, 3 H), 3.80(s, 3 H), 3.78(s, 3 H 
Biophysical methods

Surface Plasmon Resonance (SPR)
SPR measurements were performed using Biacore T200 optical biosensor systems (GE Healthcare, Inc., Piscataway, NJ). Filtered and degassed HEPES buffer (10 mM HEPES, 400 mM NaCl, 1 mM EDTA and 0.05% v/v surfactant P20, pH 7.4) was used in SPR experiments. The measurement process is the same as described previously. 5 A biotinylated hairpin DNA (5'-biotin-CCAAATAAAAGGAAGTGAAACCAAGCTCTCTTGGTTTCACTTCCTTTTATTT GG, Fig.1 ) was immobilized on the surface of a sensor chip pre-coated with streptavidin. A reference channel was prepared without DNA immobilization for baseline correction. To form the PA-DNA complex, an increasing concentration of PA was injected onto the chip surface at a flow rate of 100 µL/min for 210 seconds until a steady state was reached. This high flow rate was used to minimize mass transfer effects. The association was followed by a pure running buffer flow at the same rate, causing the complex to dissociate. At the end of each cycle, 1 M NaCl was used as regeneration solution and injected over the surface to completely wash off the residual PA and prepare the surface for the next cycle.
The kinetic analyses were performed using standard 1:1 global fitting model with mass transport parameters incorporated as described previously. 6, 7 The equilibrium constant of some compounds were determined using a steady state fit, because the kinetic parameters went beyond the detection limit and were too fast to determine. This often features the weak binding compounds.
Thermal Melting (Tm)
Thermal melting studies were conducted on a Cary 300 Bio UV/visible spectrophotometer (Varian) in filtered buffer containing 10 mM HEPES (pH 7.4), 50 mM NaCl and 1 mM EDTA. Samples were heated at a rate of 0.5 °C/min, and the corresponding absorbance at 260 nm was recorded and plotted against the temperature. The T m of DNA was measured at 3 μM, and an equivalent amount of PA was added to obtain the T m of PA-DNA complex. The difference between the T m of DNA in the absence and presence of PA is thus a ∆T m .
Circular Dichroism Spectroscopy (CD)
CD spectra were obtained using a Jasco J-810 spectrometer (Jasco Inc., Easton, MD) with a scan range from 400 nm to 230 nm at 25 °C. The spectra were averaged over four scans with a scan speed of 50 nm·min -1 and a buffer blank correction. A 5µM DNA solution was firstly scanned and the PAs were then titrated into the same cuvette at increasing concentration ratios. The complex was scanned under the same condition. A hairpin DNA without a biotin label (5'-GGAAGTGAACCTCTGTTCACTTCC-3') was used and the experimental buffer is the same as that used in thermal melting study. Figures   Fig. S1 . SPR sensorgrams of PAs binding to λB DNA. The colored lines are experimental sensorgrams. The black overlays are 1:1 global kinetic fits.
Results and
